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(54) Title: METHOD FOR IDENTIFYING COMPOUNDS THAT AFFECT EXPRESSION OF TRYPTOPHAN HYDROXY- 
LASE ISOFORM 2 



IT) 

i?5 



mTPH2 : MQPAhM^SSKYWARRGLSLDSAVPEWQLLGSLTQNKAI KSEDKKSGKEPGKGDTTE 
mTPH1 : M I . . EDNKENKEN . KDHSSE 



mTPH2 : SSKTAWFSLKNEVGGLVKALRLFQEKHVNMLH 1 ESRRSRRRSSEVE i FVDCECGKTE 
mTPH 1 : RGRVTL I F SLENEVGGL 1 KVLK I F0ENH VSLLH I E SRKSKQRNSEFE I FVDCO I SREQ 



******************** »»»♦ 



mTPH2 : FNELIQLLKFQTTIVTLNPPESIWTEEEDLE[ VPWFPRK I SELDRCSHRVLMYGTELD 



mTPHI : LNDIFPLLKSHATVtSVDSPDQLTAKEDVMEl VPWFPKK I SDLDFCANRVLLYGSELD 



mTPH2 : ADHPGFKDNVYRQRRKYFVDVAMG YKYGQP 1 PRVEYTEEETKTVGVVFRELSKLYPTH 
mTPHI : ADHPGFKDNVYRRRRKYFAELAMNYKHGDP I PK IEFTEEE IKTWGT 1 FRELNKLYPTH 



mTPH2 : A^EYLKNLPLLTKYCGYREDNVPQLEDVSMFLKERSGFTV RPVAGYLSPRDFLAGLA 
mTPHI : ACREYLRNLPLLSKY^YREDNITOLEDVShfLKERTGFS IRPVAGYLSPRDFLSGLA 

mTPH2 : YRVFHCTQYVRHGSDPLYTPEPDTCHELLGHVPLLADPKFAQFSQE [GLASLGASDED 
mTPH1|:FRWlCTQYWHSSDPLY^ 

****************************** 

mTPH2|:VQKLATCYFFT IEFGLCKQEGQLRAYGAGLLSSIGELKHALSDKACVKSFDPKTTCLQ 
VQKLATCYFFTVEFGLCKQQGffl-RVFGAGL LSS I SELKHALSGHAKVKPFDPK I ACKQ 



mTPHI 

mTPH2^E^TTFQD^FV$DSFEEAKEKJ^ 
mTPH 1 : ECL fTSF(X)yfFVSESFEDAKEKMREFAKTWRPFGLKYNPY TSA 



mTPH2 : VQDLRSDLfflVCDALNKMNQYLG I 
mTPHI rMhELRYDLDVI^ALARVTRWPSV 



Ught Text = Identity between sequences (68%) 

= PH2o fSH probe 

= TPH2h ISH probe 

= TPH 1-892 ISH probe 

Underlined 

residues = TPH2c ISH probe 

****** = Red- lime RT-PCR omplicons 
[" I = Catalytic domain 



O (57) Abstract: A method for identifying analytes which directly or indirectly affect tryptophan hydroxylase isoform 2 (TPH2) ex- 
pression is described. The method enables glucocorticoid receptor modulators and &bgr;-hydroxy steroid dehydrogenase type 1 
(&bgr,-HSDl) inhibitors to be screened for central nervous system penetrance and activity by determining their ability to regulate 
expression of TPH2. The method is particularly useful for identifying analytes which suppress glucocorticoid disruption of central 
serotonergic neurotransmission in the brain. 
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